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Please airtend the specification as follows s 



At page 1, please delete the title and insert the following: 
--Lung Specific Nucleic Acids and Vectors and Host Cells Thereof- 

Please replace the paragraph at page 54, line 3 through line 

19 with the following: 

Polypeptides of the invention may be post-translationally 
modified. Past- translational modifications include 
phosphorylation of amino acid residues serine, threonine and/or 
tyrosine, N-linked and/or C-linked glycosylat ion, methylation, 
acetylation, prenylation, methylation, acetylation, arginylation, 
ubiquination and racemiaation. One may determine whether a 
polypeptide of the invention is likely to be post-translationally 
modified by analyzing the sequence of the polypeptide to 
determine if there are peptide motifs indicative of sites for 
post-tranelational modification. There are a number of computer 
programs that permit prediction of post-translational 
modifications. See, e.g., www : expaay ■ o±y expasy with the 
extension .org of the world wide web ( arceflsed August 31, 2001), 
which includes PSORT, for prediction of protein sorting signals 
and localization sites , SignalP, for prediction of signal peptide 
cleavage sites, MITOPROT and Predotar, for prediction of 
mitochondrial targeting sequences, NetOGlyc, for prediction of 
type O-glycosylation sites in mammalian proteins, big-PI 
Predictor and DGPI, for prediction of prenylation-anchor and 
cleavage sites, and NetPhos, for prediction of Ser, Thr and Tyr 
phosphorylation sites in eukaryotic proteins. Other computer 
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programs, such as those included in GCG, also may be used to 
determine post-translational modification peptide motifs. 

Please replace the paragraph at page 54, line 20 through 
line 31, with the following: 

General examples of types of post-translational 
modifications may he found in web sites such as the Delta Mass 
database fafc Ly . / /www . abgfs gsg /ADRF /Research 

ecTtrnttttttea /Jul Lamaas/dul Lama** . html abrf with the e^t ensign 

nra/ABPP/Hsaeamh dorm n i ttegg /deltamasa /deltamass . html of the 

wide web (accessed October 19, 2001); "GlycoSuiteDB : a new 
curated relational database of glycoprotein glycan structures and 
their biological sources" Cooper et al . Nucleic Acids Res. 29; 
332-335 (2001) and hfc t p . / / w w w . 9 1 y ins ui 1 w . co r n/ glycosujtp with the 
extension mm of the wo rld wide web (accessed October 19, 2001); 
"O-GLYCBASE version 4.0: a revised database of O-glycosylated 
proteins" Gupta et al. Nucleic Acids Research, 27: 370-372 

(1999) and h lL p : //www, Oj.b . dfeu.dk/ dafcaba^ w 'O C LTCBASE/ gbs with 
thg extsnRinn , dtu - dk/databases/O G T.YCIRASE/ of the world Wide web 

(accessed October 19, 2001); " PhosphoBase , a database of 
phosphorylation sites: release 2.0.", Kreegipuu et al. Nucleic 
Acids Res 27 (1) :237-239 (1999) and liLLp : // www . cba rdLu . dk/ 
Jatabases/PhosphoBase/ c frs with the ex tension -dtu.dk/ 
^habaaes/PhflaphnRaHR/ of the wo Hri wide web (accessed October 
19, 2001) ; or liLLp: //pir - geo rget o wn.edu / 
pirwww/BeaiL.h/ 1 ball said, html nir with frhg extension 

.aeoraetnwn.edu/ pirwww/ s ^rr.h/t-.exr.resid.html of the world wide , 
yreb (accessed October 19, 2001) . 
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Please replace the paragraph at page 56, line 25 through 

page 57, line 14 with the following: 

In another embodiment , the invention provides polypeptides 
that have been post-translationally modified. In one embodiment, 
polypeptides may be modified enzymatically or chemically, by 
addition or removal of a post-translational modification. For 
example, a polypeptide may be glycosylated or deglycosylated 
enzymatically. Similarly, polypeptides may be phosphorylated 
using a purified kinase, such as a MAP kinase (e.g, p3 8, ERK, or 
JTSIK) or a tyrosine kinase (e.g., Src or erbB2) . A polypeptide 
may also be modified through synthetic chemistry. Alternatively, 
one may isolate the polypeptide of interest from a cell or tissue 
that expresses the polypeptide with the desired post- 
translational modification. In another embodiment, a nucleic 
acid molecule encoding the polypeptide of interest is introduced 
into a host cell that is capable of post-translationally 
modifying the encoded polypeptide in the desired fashion. If the 
polypeptide does not contain a motif for a desired post- 
translational modification, one may alter the post-translational 
modification by mutating the nucleic acid sequence of a nucleic 
acid molecule encoding the polypeptide so that it contains a site 
for the desired post-translational modification. Amino acid 
segiiences that may be post-translationally modified are known in 
the art. See, e.g., the programs described above on the website 
www.CKpasy.a rg expasy with the extension .org of the world wide 
3ge£. The nucleic acid molecule is then be introduced into a host 
cell that is capable of post-translationally modifying the 
encoded polypeptide. Similarly, one may delete sites that are 
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post-translationally modified by either mutating the nucleic acid 
sequence so that the encoded polypeptide does not contain the 
post-translational modification motif, or by introducing the 
native nucleic acid molecule into a host cell that is not capable 
of post-translationally modifying the encoded polypeptide. 

Please replace the paragraph at page 59, line 20 through 

page 60, line 2, with the following: 

Plasmid vectors will typically be introduced into chemically 
competent or electrocompetent bacterial cells. E , coli cells can 
be rendered chemically competent by treatment, e~g+ f with CaCl 2 , 
or a solution of Mg 2T , Mn 2+ , Ca 2 ^, Rb* or K + , dimethyl sulfoxide, 
dithiothreitol , and hexamine cobalt (III), Hanahan, J*. Mol . Biol. 
166(4) :5S7-80 (1983), and vectors introduced by heat shock. A 
wide variety of chemically competent strains are also available 
commercially {e.g., Epicurian Coli® XLIO-Gold® Ultracompetent 
Cells (Stratagene, La Jolla, CA, USA) ; DH5a competent cells 
(Clontech Laboratories, Palo Alto, CA, USA) ; and TOP10 Chemically 
Competent E . coli Kit (Invitrogen, Carlsbad, CA, USA)). 
Bacterial cells can be rendered electrocompetent, that is, 
competent to take up exogenous DNA by electroporation, by various 
pre-pulse treatments; vectors are introduced by electroporation 
followed by subsequent outgrowth in selected media. An extensive 
series of protocols is provided online in Slectroprotocols 
(BioRad, Richmond, CA, USA) 

( frfrfcp : //www . biorad . uom/liif e3cimi ce /pdf / New_j2biii e _Ful3ej_ . pd£ 
biorad with the extension . gpm/lif ftyice/p^f / 
tJew_Gene_JPulser.pdf of the world wide web ) . 
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Please replace the paragraph at page 60, line 25 through 

page 61, line 10 with the following: 

Mammalian and insect cells can be directly infected by 
packaged viral vectors, or transf ected by chemical or electrical 
means- For chemical transf ection, DNA can be coprecipitated with 
CaP0 4 or introduced using liposomal and nonliposomal lipid-based 
agents. Commercial kits are available for CaP0 4 transf ection 

(CalPhos™ Mammalian Transf ection Kit, Clontech Laboratories , Palo 
Alto, CA, USA) , and lipid-mediated transf ection can be practiced 
using commercial reagents, such as L1P0FECTAMINE™ 20 00, 
LIPOFECTAMINE™ Reagent, CELLFECTIN® Reagent, and LIPOFECTIN® 
Reagent (Invitrogen, Carlsbad, CA, USA) , DO TAP Liposomal 
Transf ection Reagent, FuGENE 6, X-tremeGENE Q2 , DOSPER, (Roche 
Molecular Bi ©chemicals, Indianapolis, IN USA) , Effectene tM , 
PolyFect®, Superfect® (Qiagen, Inc., Valencia, CA, USA) - 
Protocols for electroporating mammalian cells can be found online 
in Elect roprotocols (Bio-Rad, Richmond, CA, USA) ( hfctp . / /www, bio - 
r ad. c a m/Lif e G^i e nce/pdf / Nuw__Q tt n&_Ful& e v . pdf bio-rad with the 
extension . com/Lif eScience/pdf / New_Gene_JPulsfer -pdf of the world 
wide web ) ; Norton et al . (eds . ) , Gene Transfer Methods: 
Tntroducincr DNA into Living Cells and Organisms . BioTechniques 
Books, Eaton Publishing Co. (2000) ; incorporated herein by 
reference in its entirety. Other transf ection techniques include 
transf ection by particle bombardment and microinjection* See, 
e.gr., Cheng et al Proc. Natl. Acad. Sci . USA 90(10): 4455-9 

(1993) ; Yang et al . , Proc. Natl. Acad. Sci, USA 87(24): 9563-72 

(1990) . 



PAGE 13/39 * RCVD AT 5/3/2004 5:26:49 PM [Eastern Daylight Time] * SVR:USPT0€FXRF-1/6 * DNIS:8729306 * CSID:856 810 1454 * DURATION (mm-ss):09-16 



05/03/04 17:26 FAX 856 810 1454 



LI C AT A & TYRRELL 



-+ PTOBF 



E1014 



Attorney Docket No. : 
Inventors : 
Serial No. : 
Filing Date: 
Page 8 



DEX-0243 



Recipon et al • 
10/016,349 
October 26, 2001 



Please replace the paragraph at page 75, lines 11-22 , with 
the following: 

Fusion partners include, inter alia, wye, hemagglutinin (HA.) 
GST, immunoglobulins, (3-galactosidase , biotin trpE, protein A, p- 
lactamase, £- amylase, maltose binding protein, alcohol 
dehydrogenase, polyhistidine (for example, six histidine at the 
amino and/or carboxyl terminus of the polypeptide) , lacZ, green 
fluorescent protein (GFP) , yeast— mnating factor, GAL4 
transcription activation or DNA binding domain, lucif erase, and 
serum proteins such as ovalbumin, albumin and the constant 
domains of IgG. See, e.g. Ausubel (1992) , supra and Ausubel 

(1999) , supra.* Fusion proteins may also contain sites for 
specific enzymatic cleavage, such as a site that is recognized by 
enzymes such as Factor XIII, trypsin, pepsin, or any other enzyme 
known in the art. Fusion proteins will typically be made by 
either recombinant nucleic acid methods, as described above, 
chemically synthesized using techniques well-known in the art 

(e.g., a Merrifield synthesis), or produced by chemical cross- 
linking. 

Please replace the paragraph at page 13 5, lines 19-25 with 
the following: 

Examples of post-translational modifications (PTMs) of the 
LSP of this invention are listed below. In addition, antibodies 
that specifically bind such post-translational modifications may 
be useful as a diagnostic or as a therapeutic. Using the ProSite 
database (Bairoch et al. Nucleic Acids Res, 25 (1) : 217-221 (1997), 
the contents of which are incorporated by reference) , the 
following PTMs were predicted for the LSPs of the invention 
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( UL bp > //upsa-pbil : ibcp- f r/cgi 

Liu/iip&a ^ aufa o maL rp3r?page=irpsg _jjj-ubiL c .html np^a-pbU with the 
gytensio n - ibcp - fr/ cg j^bj S /npsaautomat , plPpacffi-npafr prosifcfi . html 
n f_ the M Q Eld wide web most recently accessed October 23, 2001) . 
For full definitions of the PTMS see fatrfcp : //sx p aa y . ujj^/cgi 
bin/proBiLe - ll^L.pl ex paav with the extension ■Qrq/cgi- 
^g^T-ofi-irft-iiflt- pl of the world wide web most recently accessed 
October 23, 2001- 
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